Sarkosyl) in sample buffer (25 mM Tris, 200 mM glycine, 5% glycerol and 0.025% bromophenol blue) for 10 min at room temperature unless otherwise mentioned.
Protein transfection of [Het-s*] mycelium with crude yeast extracts
Yeast crude extracts were prepared by disrupting a cell pellet of 5X10 8 cells with glass beads (Sigma) in 500 μl in 10 mM Tris HCl pH 7.5 using a Fast Prep FP120 cell disruptor (run time 30 sec, speed 6 m/s). 20 μl of the crude yeast extract were added to three pieces of agar (about 3 mm 3 ) embedded with [Het-s*] mycelium in a 2 ml screw cap tube containing 500 μl of STC buffer (0.8M sorbitol 50mM CaCl 2 Tris HCl pH7.5 100mM). The mycelium were then fragmented in the disruptor (run time 30 sec, speed 6 m/s) and 80 μl aliquots of the suspension of mycelial fragments were plated onto 12 well plates containing SUHMEA regeneration medium (Bergès and Barreau, 1989 ) and incubated for 4-5 days at 26°C. Each regenerating mycelium was then assayed for the [Het-s] phenotype in barrage tests as previously described (Benkemoun et al., 2006) . A dot colony grown on solid 0.05% gal (t=0) was resuspended in 50 µl of water, dispersed by sonication for 10 sec and plated on solid 0.05% gal for single colonies. Also, these cells were simultaneously inoculated into a 0,05% gal liquid culture. After 24 hr, the numbers of colonies on the solid media with dot, vs. diffuse, fluorescence were counted under the fluorescence microscope to give the Culture duration = 0 hr data. The liquid culture was diluted regularly to keep the OD below 0.3. Under these conditions the doubling time was 3 hr. Every 24 hr, aliquots of the culture were sonicated for 10 sec and plated onto solid 0.05% gal at 10 4 cells per plate and after 24 hr, the numbers of colonies with dot vs. diffuse fluorescence was determined.
Loss rate per generation was calculated after Boe and Rasmussen (1996) using "model 1"
that is based on the assumption that the growth rate is equivalent for prion containing and prion free cells.
θ, the loss rate per generation is obtained from:
) where ψ A liquid culture with a majority of dot containing cells was sonicated for 10 sec and plated on 0.05% gal solid medium. Plates were incubated for 5-6 days at 30°C. Three colonies were picked (as entirely as possible) and resuspended in 500 µl of water. The total number of cells was counted yielding an estimate of 22 generations of growth in each colony. To determine how many of the cells in each of the three colonies retained HET-s dots that could be passed on to mitotic progeny, cells from each colony were plated on solid 0.05% gal medium to give individual colonies. After 24 hr the numbers of these colonies with dot and diffuse fluorescence were determined. The loss rate per generation during the 22 generations of growth in each of the original three colonies was then calculated as in Supplementary Table 1 .
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